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® Process for producing optically active gamma-hydroxyketones. 

© Disclosed herein is a process for producing a -y-hydroxyketone (2). which comprises asymmetrically 
hydrogenating a -y-diketone (1) in the presence of a ruthenium-optically active phosphine complex as a catalyst 
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wherein R 1 and R 2 mean individually an alky I or phenyl group which may have a substituent group. According to 
the invention, optically active -y-hydroxyketones useful in synthesizing optically active moiety in. biodegradable 
lf> polymers, perfumes, intermediates for synthesizing medicines and the like can be efficiently prepared. 
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BACKGROUND OF THE INVENTION 

i) Field of the Invention: 

5 The present invention relates to a process for producing optically active ^-hydroxy ketones which can be 

used as intermediates for preparing optically active tetrahydrofurans useful as optically active moiety in 
biodegradable polymers, perfumes, intermediates for synthesizing medicines and the like. 

ii) Description of the Background Art: 

10 

Since optically active -y-hydroxyketones can be converted into their corresponding optically active 
tetrahydrofurans, which are useful as optically active moiety in various compounds, by subjecting them to 
intramolecular acetalation, they are important as industrial raw materials. 

The following two processes have already been known as processes for synthesizing such optically 
is active -y-hydroxyketones. 

(i) A process in which an optically active -y-diol is oxidized to obtain its corresponding optically active y- 
hydroxyketone. 

More specifically, in J. Chem. Soc. Perkin Trans., 2148-2154 (1977). (2R,5R)-2,5-hexanediol is 
oxidized in the presence of silver carbonate-Celite to obtain (R)-5-hydroxyhexane-2-one in a yield of 
20 46%. 

(ii) A process in which nickel chemically modified is used as a cataJyst to asymmetrically hydrogenate a 
7-diketone, thereby synthesizing its corresponding optically active y-hydroxyketone. 

More specifically, in Bull. Soc. Chem. Belg., 100 . 585-595 (1991). 2,5-hexanedione is used to subject 
it to asymmetric reduction, thereby obtaining (R)-5-hydroxyhexane-2-one in a yield of 78.7% (optical 
25 purity: 10.1 % ee). 

In the process (i). the optically active -y-diol is used as a starting material. The processes for 
synthesizing this optically active -y-diol were reported in J. Org. Chem. 54, 1755-1756 (1989); Tetrahedron 
Asymmetry. 7(2), 569 (1991); Tetrahedron Lett. 28(50), 6335-6338 (1987); and Tetrahedron Asymmetry, 3- 
(3), 333-336 (1992). All these processes suffer from such problems that the reaction process takes a long 
30 period of time, the yield of the product is poor, and the optical purity of the product is low. On the other 
hand, the process (ii) can not be used industrially because the optica! purity of the product is too low. 

SUMMARY OF THE INVENTION 

35 It is an object of the present invention to provide a process for producing optically active -y- 
hydroxyketones. which is simpler, can minimize in the number of reaction steps and can provide them in a 
high optical purity. 

In view of the foregoing circumstances, the present inventors have paid attention to ?-diketones as 
starting materials and carried out an extensive investigation as to their asymmetric hydrogenation. As a 
AO r suit, it has been found that when a ruthenium-optically active phosphine complex is used as a catalyst to 
conduct asymmetric hydrogenation, 7-hydroxyketones can be provided in a high optical purity, thus leading 
to completion of the present invention. 

In an aspect of the present invention, there is thus provided a process for producing a -y-hydroxyketone 
represented by the following general formula (2): 
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wherein R 1 and R 2 mean individually an alkyl or phenyl group which may have a substituent group, which 
comprises asymmetrically hydrogenating a -y-diketone represented by the following general formula (1): 
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wherein R 1 and R 2 have the same meaning as defined above, in the presence of a ruthenium-optically 
active phosphine complex as a catalyst. 

According to the present invention, there can be provided an excellent process in which the ruthenium- 
optically active phosphine complex is used as a catalyst to subject a -y-diketone to an asymmetric 
hydrogenation, which process is able to efficiently prepare optically active -y-hydroxyketones useful in 
synthesizing optically active moiety in biodegradable polymers, perfumes, intermediates for synthesizing 
medicines and the like. 

The above and other objects, features and advantages of the present invention will become apparent 
from the following description and the appended claims. 

DETAILED DESCRIPTION OF THE INVENTION AND PREFERRED EMBODIMENTS 

In the general formula (1) representing the starting material in the process of the present invention the 
alky I groups expressed by R 1 and R 2 having 1-8 carbon atoms are preferred. Examples of these alky I 
groups may include methyl, ethyl, n-propyl. n-butyl. n-pentyl, n-hexyl. n-heptyl and n-octyl groups, etc. 
Groups which can be substitutable on the alkyl groups may include a phenyl group, alkoxy groups, halogen 
atoms and the like. Besides, groups which can be substitutable on the phenyl group may include lower alkyl 
groups, lower alkoxy groups, halogen atoms and the like. Among these lower alkyl or lower alkoxy groups 
are preferred those having 1-6 carbon atoms. Specific examples of the «y-diketone (1) may include 2,5- 
hexanedione, 2,5-heptanedione, 2,5-octanedione, 2,5-nonanedione, 2,5-decanedione, 2,5-undecanedione, 
2,5-dodecanedione, 2,5-tridecanedione, 3,6-octanedione, 3,6-nonanedione, 3.6-decanedione, 4,7-de- 
canedione. 4,7-dodecanedione. 5,8-undecanedione, 1 -phenyl-1 ,4-pentanedione, 1 -phenyl-1 ,4-hexanedione,1- 
phenyl-1 ,4-heptanedione, 1 -phenyl-1 ,4-octanedione. 1-(p-methoxyphenyl)-1,4-pentanedione, 1 -(p-tolyl)-1 ,4- 
pentanedione, 1 -phenyl-2.5-hexanedione, 1-phenyl-2,5-heptanedione, 1 -phenyl-2,5-octanedione, 1-phenyl- 
2,5-nonanedione, 1-(p-methoxyphenyl)-2,5-hexanedione, 1 -(p-toly i)-2,5-hexanedione. 1 ,6-diphenyl-2,5-hex- 
anedione. etc. 

These -y-diketones (1) can be prepared, for example, by the reaction of an aldehyde and a vinyl ketone 
as described in Angew. Chem. Int. Ed. Engl., 15(11), 639-712 (1976), or the reaction of an a-keto-acid and a 
vinyl ketone as described in Chem. ber., 118(3), 1115-1125 (1985). 

Examples of the ruthenium-optically active phosphine complex used in the present invention may 
include those represented by the following general formulae (3), (4), (5) and (6): 

Ru x H y CI 2 (BIPHOS)2(S)p (3) 

wherein BIPHOS means a tertiary phosphine represented by the formula (a), (b) or (c): 
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(a) 


(b) 


(c) 


R 3 , R 4 , R s , R 6 , R 7 f R 8 , R 9 , R 10 , R 11 f R 12 , R 13 and R 1 * individually represent a hydrogen atom, a halogen 
so atom, Ci -* alkyl group or Ci alkoxy group, (S) is a tertiary amine, and x, z and p stand tor 2, 4 and 1 , 
respectively, when y is 0, or x, z and p stand for 1 , 1 and 0, respectively, when y is 1 ; 

[RuAfcfBMBIPHOSJJYn (4) 

55 wh rein A means a halogen atom, B denotes benzene which may have a substituent group, or acetonitrile, 
Y is a halogen atom, CIO*, PFg, BPru or BF*. BIPHOS has the same meaning as defin d above, and k, m 
and n stand for 1, 1 and 1, respectively, when B is benzene which may have a substituent group, or m and 
n stand for 2 and 1, respectively, when B is ac tonitril and k is 1, or m and n stand for 4 and 2, 
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r spectively, when B is acetonitrile and k is 0; 
[Rul(p-cymene)(BIPHOS)]l 3 (5) 
5 wherein BIPHOS has the same meaning as defined above; and 
Ru(OCOR 15 )2(BIPHOS) (6) 

wherein R 15 means a hydrogen atom or a lower alkyl group, and BIPHOS has the same meaning as defined 
to above. 

Among the above BIPHOS is preferred a tertiary phosphine represented by formula (a). 

Examples of the halogen atom represented by R 3 - R u may include a chlorine atom, a bromine atom, 
and a fluorine atom, etc., among which a chlorine atom and a fluorine atom are preferred. Examples of the 
Ci alkyl group may include methyl group, ethyl group, n-propyl group and t-butyl group, among which 
75 methyl group and t-butyl group are preferred. 

Examples of the Ci alkoxy group may include methoxy group, ethoxy group, n-propyloxy group and 
n-butyloxy group, with methoxy group being preferred. 

The lower alkyl group represented by R 15 having 1-6 carbon atoms are preferred. Examples of the 
lower alkyl group may include methyl group, ethyl group, n-propyl group, t-butyl group, pentyl group and 
20 hexyl group, etc. 

Among the tertiary phosphine represented by the above formula (a), is preferred the compound 
represented by the following formula (a-1): 
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(a-1) 


wherein R 16 represents methyl group or t-butyl group. 

The compounds represented by the general formula (3) can be obtained by the processes disclosed in 
J. Chem. Soc. Chem. Commun.. 922-924 (1985), USP 4.764,629, USP 5,206,399 or USP 4,691.037. For 
example, a complex of the general formula (3), in which y is 0, can be obtained by reacting 1 equivalent 

45 mol of [RuCI 2 (COD)] c (hereinafter COD stands for 1 ,5-cyclooctadiene) (c: a natural number), which has been 
obtained by reacting ruthenium chloride with COD in an ethanol solution, with 1 .05 - 1 .2 equivalent mols of 
BIPHOS such as 2,2'-bis(diphenylphosphino)-1 ,1 '-binaphthyl in the presence of 4 equivalent mols of a 
tertiary amine such as triethylamine in a solvent such as toluene or ethanol. 

The compounds of the general formula (4) can be obtained by the process disclosed in USP 4,994,590 

so or USP 5,206,399. For example, complexes in which B is benzene which may have a substituent group 
(hereinafter abbreviated as "Ar") can be obtained in the following manner. For example, a complex where 
both A and Y are chlorine atoms, namely, [RuCI(Ar)(BIPHOS)]CI, can be obtained by using, as a starting 
material, [RuCI 2 (Ar)j2 prepared by the process described in J. Org. Chem., 7, 487 (1976) or in Can. J. 
Chem., 50, 3643 (1972), reacting this compound with BIPHOS at 25-50 *C for 30 minutes to 3 hours in a 

55 single solvent such as methanol, ethanol. benzene or methylene chloride or a mixed solvent thereof and 
then distilling off the solvent under reduced pressure. 

Alternatively, a complex where both A and Y are bromine or iodine atoms, nam ly, [RuBr(ArXBIPHOS)]- 
Br or [Rul(Ar)(BIPHOS)]l, can be obtained quantitatively in the following manner by way of xample. [RuCfe- 
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(Ar)]2 is used as a starting material to react it with a salt represented by th gen ral formula (7): 
M 1 Z (7) 

5 wherein M 1 means a lithium, sodium or potassium atom, and Z denotes a bromine or iodine atom, in the 
presence of water as a solvent, or react [RuCkKArJfc with M 1 Z at room temperature in a mixed solvent of 
water and methylene chloride in the presence of a phase-transfer catalyst such as a quaternary ammonium 
salt or quaternary phosphonium salt represented by the following general formula (8): 

io R 17 R 18 R 19 R»QX (8) 

wherein R 17 , R 18 , R 19 and R 20 mean individually an alky I group having 1-16 carbon atoms, phenyl group or 
benzyl group, Q denotes a nitrogen or phosphorus atom, and X stands for a halogen atom, thereby forming 
[RuZ2(Ar)]2. In this reaction, a catalyst described in "Phase-Transfer Catalysts", joint authorship of W. P. 
75 Weber and G.W. Qokel, joint translation of Iwao Tafuku and Takako Nishitani, published by K.K. 
Kagakudojin. (September 5, 1978), first edition is used as the phase-transfer catalyst (8). After the resultant 
[RuZ2(Ar)l2 is then reacted with BIPHOS at 25-50 *C for 30 minutes to 3 hours in a single solvent such as 
methanol, ethanol, benzene or methylene chloride or a mixed solvent thereof, the solvent is distilled off 
under reduced pressure. 

20 Further, in the case where A is a chlorine atom, and Y is CIO*, PF 6 , BPfu or BF 4 by way of example, 
the intended complex [RuA(Ar)(BIPHOS)] can be obtained by dissolving [RuCI(Ar)(BIPHOS)]CI, in methanol, 
ethanol acetone or methylene chloride in advance, adding to the solution a salt represented by M*Y in 
which M 2 means a sodium, potassium, lithium, magnesium or silver atom, and Y denotes a halogen atom. 
ClOi. PF G . BPru or BF4. stirring the resulting mixture and then filtering off a small amount of insoluble 

25 matter to concentrate and dry the filtrate. 

Among the compounds represented by the general formula (4). complexes where B is acetonitrile can 
be obtained in the following manner. For example, a complex where both A and Y are chlorine atoms, 
namely, [RuCI(acetonitrile)2(BIPHOS)]CI, can be obtained by dissolving a complex [RuCI(Ar)(BIPHOS)]CI in 
acetonitrile, refluxing the solution at 50* C for 10-24 hours to distill off an excess amount of acetonitrile, 

30 drying the residue and then recrystallizing the resulting crude complex from methylene chloride. 

Besides, a complex [Ru(acetonitrileK(BIPHOS)]Y 2 can be obtained, for example, by dissolving a 
complex [RuCI(Ar)(BlPHOS)]CI in a mixed solvent of acetonitrile and methanol, ethanol, acetone or 
methylene chloride in advance, adding M*Y (M 2 and Y have the same meaning as defined above) to the 
solution, heating and stirring the resulting mixture at 25-50 -C for 10-24 hours, distilling off the solvent, 

35 drying the residue and then recrystallizing the resulting crude complex from methylene chloride. 

Furthermore, the compounds of the general formula (5) can be obtained by stirring a complex [Rul(p- 
cymene)(BIPHOS)]l with 3 equivalent mols of iodine at 15-30*C for 1-5 hours in a suitable solvent such as 
methanol, distilling off the solvent and drying the residue, as described in USP 5.206,399. 

Moreover, the compounds of the general formula (6) can be obtained in the following manner. A 

40 compound of the general formula (3), in which x stands for 2, y for 0, z for 2, S for triethylamine and p for 1 . 
namely, a complex Ru2CU(BIPHOS)2(triethylamine) is used as a starting material to react the complex with 
a salt of a carboxylic acid for 3-15 hours at a temperature of about 20-1 10 *C in an alcohol solvent such as 
methanol, ethanol or t-butanol. Thereafter, the solvent is distilled off, and the intended complex is extracted 
from a solvent such as ether or ethanol and then dried, thereby obtained the complex as a crude product. 

45 Further, the crude product can be recry stall ized from ethyl acetate or the like to obtain a purified product. In 
the formula (6), compounds where R 15 is a lower alkyl can be obtained by varying the kind of the carboxylic 
acid used. For example, where the above-obtained complex is provided as a starting material, and sodium 
acetate is used. Ru(OCOCH 3 )2(BIPHOS) is obtained. Besides, in the case where a complex containing 
trifluoroacetic acid is prepared, such a complex can be obtained by reacting the diacetate complex obtained 

50 in the above-described manner with trifluoroacetic acid at about 25 *C for about 12 hours in methylene 
chloride as a solvent as described in USP 4.739.084. USP 4,766.225 or USP 5.206.399. 
Examples of the above-described complexes may include the following compounds: 
Ru 2 CU(BINAP)2(NEt3) in which BINAP means 2.2 , -bis(diphenylphosphino)-1.1 , -binaphthyl; 
Ru 2 CU(T-BINAP)2(NEt3) in which T-BINAP means 2,2 f -bis(di-p-tolylphosphino)-1,r-binaphthyl; 

55 Ru 2 CU(t-Bu-BINAP)2<NEt3) »" which t-Bu-BINAP means 2,2 , -bis(di-p-tert-butylphenylphosphino)-1 .1 

binaphthyl; 

Ru 2 CU(p-MeO-BINAP)2(NEt3) in which p-MeO-BINAP means 2,2'-bis(di-p-m thoxyphenylphosphino)- 
1,1 '-binaphthyl; 
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Ru2CU(3.5-DiMe-BINAP)2(NEt3) in which 3,5-DiMe-BINAP means a.Z-bisfdi-a.S-xyiylphosphinohl.V- 
binaphthyl; 

Ru 2 CU(3,5-Di-t-Bu-BINAP)2(NEt3) in which 3.5-Di-t-Bu-BINAP means 2,2*-bis[di-(3.5-di-tert-butylphenyl)- 
phosphinoH ,1 '-binaphthyl; 

5 Ru 2 CU(3-Me-BINAP)2(NEt3) in which 3-Me-BINAP means 2,2 , -bis(di-m-tolylphosphino)-1 i 1 , -binaphthyl; 

Ru2CU(p-Ci-BINAP)2(NEt3) in which p-CI-BINAP means 2,2'-bis(di-p-chlorophenylphosphino)-1 ,1 - 
binaphthyl; 

Ru 2 CU(p-F-BINAP)2(NEt3) in which p-F-BINAP means a^^istdi-p-fluorophenylphosphinohl ,1 '-binaph- 
thyl; 

w Ru 2 CU(MeBIPH>2(NEt3) in which MeBIPH means 6,6 , -dimethyl-2 t 2 , -bis(diphenylphosphino)-1 ,1 '- 
biphenyl; 

Ru 2 CU (BlHNAPfc; (NEta ) in which BIHNAP means 2, 2 , -bis(diphenylphosphino)-5,6,7,8 f 5 , > 6 , ,r ,8'- 
octahydro-1 ,1 '-binaphthyl; 

RuHCKBINAPh; 
75 RuHCI(T-BINAP)2; 

RuHCI(t-Bu-BINAP)2; 

RuHCI(p-MeO-BINAP)2 ; 

RuHCI(3,5-DiMe-BINAP)2 ; 

RuHCI(3.5-Di-t-Bu-BINAP>2 ; 
20 RuHCI(3-Me-BINAP>2; 

RuHCI(p-CI-BINAP)2; 

RuHCI(p-F-BINAP)2; 

RuHCKMeBIPHfe; 

RuHCI(BIHNAP)2; 
25 [RuCI(benzene)(BINAP)]CI; 

[RuCI(ben2ene){T-BINAP)]a; 

[RuCI(benzene)(p-MeO-BINAP)]CI; 

[RuCI(benzene)(3,5-DiMe-BINAP)]CI; 

[RuCI(benzene)(3,5-Di-t-Bu-BINAP)]CI; 
30 [RuCI(benzene)(3-Me-BINAP)]CI; 

[RuCI(benzene)(p-CI-BINAP)]CI; 

[RuCI(benzene)(p-F-BINAP)]CI; 

[RuCI(benzene)(MeBIPH)]CI; 

[RuCI(benzene)(BIHNAP)]CI; 
35 [RuCI(p-cymene)(BINAP)]CI; 

[RuCI(p-cymene)(T-BINAP)]CI; 

[RuCI(p-cymene)(p-MeO-BINAP)]CI; 

[RuCI(p-cymene)(3,5-DiMe-BINAP)]Cl; 

[RuCI(p-cymene)(3,5-Di-t-Bu-B1NAP)]CI; 
40 [RuCI(p-cymene)(3-Me-BINAP)]CI; 

[RuCI(p-cymene)(p-CI-BINAP)]CI; 

[RuCI(p-cymene)(p-F-BINAP)]CI; 

[RuCI(p-cymene)(MeBlPH)]CI; 

[RuCI(p-cymene)(BIHNAP)]CI; 
45 [RuBr(benzene)(BINAP)]Br; 

[RuBr(benzene)(T-BINAP)]Br; 

[RuBr(p-cymene)(t-Bu-BINAP)]Br; 

[RuBr(p-cymene)(p-MeO-BINAP)]Br; 

[ Ru Br(p-cy mene)(3,5-Di Me-B I N AP)]Br ; 
50 [RuBr(p-cymene)(3,5-Di-t-Bu-BINAP)]Br; 

[RuBr(p-cymene)(3-Me-BINAP)]Br; 

[RuBr(p-cymene)(p-CI-BINAP)]Br; 

[RuBr(p-cymene)(p-F-BINAP)]Br; 

[RuBr(p-cymene)(MeBIPH)]Br; 
55 [RuBr(p-cymene)(BIHNAP)]Br; 

[Rul(benzeneXBINAP)]l; 

[Rul(benzene)(T-BINAP)]l; 

[Rul(benzene)(p-MeO-BINAP)]l; 
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[Rul(benz ne)(3,5-DIMe-BINAP)]l; 

[Rul(benzene)(3,5-Di-t-Bu-BINAP)]l; 

[Ru!(benzene)(3-Me-BINAP)]I; 

[Rul(benzene)(p-C1-BINAP)]I; 
5 [Rul<benzene)(p-F-BINAP)]I; 

[Rul(benzene)(MeBIPH)]1; 

[Rul(benzene)(BIHNAP)]l; 

[Rul(benzene)(t-Bu-BINAP)]I; 

[Rul(p-cymeneXBINAP)]l; 
w tRul(p-cymene)(T-BINAP)]l; 

[Rul(p-cymeneKp-MeO-BINAP)]l; 

[Rul(p-cymeneK3,5-DiMe-BINAP)]l; 

[Rul(p-cymene)(3,5-Di-t-Bu-BINAP)]l; 

[Rul(p-cymene)(3-Me-B!NAP)]l; 
is [Rul(p^ymeneHp-CI-BINAP)]l; 

[Rul(p-cymeneKp-P-BINAP)]l; 

[Rul(p-cymene)(MeBIPH)]l; 

[Rul(p-cymeneKBIHNAP)]!; 

[Rul(p-cymeneKt-Bu-BINAP)]l; 
20 [Rul(methyl benzoate)(BINAP)]l; 

[Rul(methyl benzoate)(T-BINAP)]l; 

[Ru1(methyl benzoate)(t-Bu-BINAP)]l; 

[Rul(methyl benzoate)(p-MeO-BINAP)]l; 

[Rul(methyl benzoate)(3.5-DiMe-BINAP)]l; 
25 [Rul(methyl benzoate)(3,5-Di-t-Bu-BINAP)]l; 

[Ru!(methyl benzoate)(3-Me-BINAP)]l; 

[Rul(methyl benzoate)(p-CI-BINAP)]l; 

[Rul(methyl benzoate)(p-F-BINAP)]l; 

[Rul(methyl benzoate)(MeBIPH)]l; 
30 [Rul(methyl benzoate)(BIHNAP)]l; 

[RuCI(benzene)(BINAP)]CICU ; 

[RuCI(benzeneKt-Bu-BINAP)]CI04; 

[RuCI(benzene)(p-MeOBINAP)]CI04 ; 

[RuCI(benzene)(3,5-DiMe-BINAP)]CI04; 
35 [RuCI(benzene)(3,5-Di-t-Bu-BIN AP)]CICU ; 

[RuCI(benzene)(3-Me-B!N APJJCIO* ; 

[RuCI(benzeneKp-CI-BINAP)]CI0 4 ; 

[RuCI(benzeneKp-F-BINAP)]CI04 ; 

[RuCI(benzene)(MeBIPH)]CI04 ; 
40 [RuCI(benzene)(BIHNAP)]CI04 ; 

[RuCI(p-cymene)(BINAP)]PF 6 ; 

[RuCI(p-cymene)(BINAP)]BF 3 ; 

[RuCI(methyl benzoate)(BINAP)]BPh4 ; 

[Ru(acetonitrile)4(BINAP)](BF4)2; 
45 [RuCI(acetonitrile)2(BINAP)]CI; 

[Rul(p-cymene)(BINAP)]l 3 ; 

[Rul(p-cymene)(T-BINAP)]l 3 ; 

[Rul(p-cymene)(t-Bu-BINAP)]l 3 ; 

[Rul(p-cymene)(p-MeOBINAP)]l 3 ; 
so [Rul(p-cymene)(3,5-DiMe-BINAP)]l 3 ; 

[RuI(p-cymene)(3,5-Di-t-Bu-BINAP)]l 3 ; 

[Rul(p-cymene)(3-Me-BINAP)]l 3 ; 

[Rul(p-cymene)(p-CI-BIN AP)]I 3 ; 

[Rul(p-cymen )(p-F-BINAP)]l 3 ; 
55 [Rul(p-cymene)(MeBIPH)]l 3 ; 

[Rul(p-cy mene)<BIHNAP)]l 3 ; 

Ru(OCOCH 3 )2(B!NAP); 

Ru(OCOCH 3 >2(T-BINAP); 
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Ru(OCOCH 3 fc> (t-Bu-BINAP); 
Ru(OCOCH 3 h (p-MeOBIN AP); 
Ru(OCOCH 3 fc (3,5-DiMe-BINAP); 
Ru(OCOCH 3 fc (3.5-Dit-Bu-BINAP); 
Ru(OCOCH 3 fc (3-Me-BIN AP); 
Ru(OCOCH 3 fc (p-CI-BIN AP); 
Ru(OCOCH 3 fc (p-F-BINAP); 
Ru(OCOCH 3 fc(MeBIPH); 
Ru(OCOCH 3 fc (BIHNAP); 
Ru(0C0CF 3 )2(BINAP); 
Ru(OCOCF 3 fc (T-BINAP); 
Ru(OCOCF 3 fc (t-Bu-BIN AP); 
Ru(OCOCF 3 fc (p-MeO-BINAP); 
Ru(OCOCF 3 fc (3,5-DiMe-BINAP); 
Ru(OCOCF 3 fc (3,5-Di-t-Bu-BINAP); 
Ru(OCOCF 3 fc (3-Me-BINAP); 
Ru(OCOCF 3 fc (p-CI-BINAP); 
Ru(OCOCF 3 fc (p-F-BIN AP); 
Ru(OCOCF 3 )2 (MeBIPH); 
Ru(OCOCF 3 fc (BIHNAP); 

In the practice of the present invention, the -y-diketone (1) is dissolved in a single protic solvent such as 
methanol, ethanol or isopropyl alcohol, a single solvent such as tetrahydrofuran or acetone, a mixed solvent 
thereof, or a solvent with a small amount of water added thereto (preferably, methanol or ethanol). The 
resulting solution is placed in an autoclave and added with the ruthenium-optically active phosphine 
complex to subject the diketone to an asymmetric hydrogenation. thereby obtaining a desired -y-hydrox- 
yketone. And. ruthenium-optically active phosphine complexes utilized in the present invention is prepared 
in situ. For Example, both precursor of the complexes such as [RuCI 2 (COD)] c , [RuCkfAOk and BIPHOS are 
added to the suitable solvents in the reactant independently, followed by the -y-diketone is added to the 
mixture. When the configuration of the optically active phosphine complex used in the present invention is 
suitably changed to (R) or (S), a T -hydroxyketone having a desired configuration can be obtained. The 
hydrogenation is conducted by adding the catalyst in a proportion of 1/50 to 1/5000 mol, preferably 1/100 to 
1/1000 mol, per mole of the 

-y-diketone (1) and stirring the reaction mixture at a reaction temperature of 5-100°C. preferably 30-50 *C 
for 1-72 hours, preferably 8-20 hours under a hydrogen pressure of 5-50 kg/cm 2 , preferably 30-50 kg/cm 2 . 
After completion of the reaction, isolation of the product is conducted by distilling off the solvent, and then 
distilling the residue under reduced pressure, or treating it by column chromatography on a silica gel, 
thereby obtaining the intended optically active -y-hydroxyketone in a yield of 50-90%. 

The present invention will hereinafter be described in more detail by the following examples. However, 
it should be borne in mind that this invention is not limited to and by these examples only. 

Incidentally, the analytical values in the examples were obtained by using the following analytic 
instruments: 

Gas chromatograph: HITACHI 263-80 (manufactured by Hitachi, Ltd.) 

Column: Silicon OV-101, silica capillary, 0.25 mm across, 25 m long (manufactured by GL Science 
K.K.) 

: HEWLETT PACKARD 5890 SERIES II (manufactured by HEWLETT PACKARD Co.) 

Column: NEUTRABOND 1, silica capillary, 0.25 mm across, 25 m long 

Measuring temperature: 
50-1 50 °C (initial temperature), 
1 -1 0 • C/min (heating rate) 

High performance liquid chromatograph (hereinafter abbreviated as W HPLC W : 
665-A-11 (manufactured by Hitachi, Ltd.) 

Column: COSMOSIL SSL, 4.6 mm across, 250 mm long (manufactured by NACALAI TESQUE INC.) 

Developing solvent 
Hexane/eth r (8/1 to 10/1), 
0.5-1.5 ml/min 

Detector: UV Detector 635M (UV-254 nm) (manufactured by Hitachi, Ltd.) 
'H-Nuclear magn tic resonance spectrum (hereinafter abbreviated as "'H-NMR") analyzer: 
AM-400 Model (400 MHz) ^manufactured by BRUKER INC.) 
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Internal standard substance: Tetramethylsilane 

Optical rotation: DIP-4 Model (manufactured by Japan Spectroscopic Co.. Ltd.) 
Example 1: 

5 

Synthesis of (-)-5-hydroxyhexane-2-one: 

A 100-ml stainless steel autoclave purged with nitrogen in advance was charged with 5 g (0.0438 mol) 
of 2,5-hexanedione and 10 ml of methanol. A solution of 0.197 g (0.109 mmol) of Ru2CU((R)-T-BINAP)2- 

w (NEt3> in 2 ml of methylene chloride was added thereto, thereby conducting reaction at a reaction 
temperature of 50 *C for 8 hours under a hydrogen pressure of 50 kg/cm 2 . After distilling off the solvent, the 
residue was purified by column chromatography on a silica gel using a developing solvent of hexane/ethyl 
acetate (5/1) to obtain 4.35 g of (-)-5-hydroxyhexane-2-one (yield: 85.6%). 
1 H-NMR (CDCI 3 )5ppm: 1.2(3H,d), 1 .68-1 .76(2H,m), 2.1(3H,s), 2.6(2H,m). 3.8(1H,m). 

15 Mo 25 : -10.09 (C = 1.03 ethanol) 

An ester was synthesized from the thus-obtained hydroxyketone and (R)- or (S)-o-methoxy-or- 
trifluoromethylphenyiacetic acid (hereinafter abbreviated as "MTPA") to analyze it by HPLC making use of a 
developing solvent of hexane/ether (9/1). As a result, the hydroxyketone was found to have an optical purity 
of 100% ee. 

20 

Examples 2-8: 

The procedures in Example 1 were followed except that the catalyst and reaction conditions in Example 
1 were changed. The results are shown in Table 1. 
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Exampl 9: 

Synthesis of (-)-4-hydroxy-1-phenyIpentane-1-one: 

5 A 100-ml stainless steel autoclave purged with nitrogen in advance was charged with 5 g (0.0284 mol) 

of 5-phenyl-2,5-pentanedione and 10 ml of methanol. A solution of 0.2 g (0.142 mmol) of [Rul(p-cymene)(- 
(R)-T-BINAP)]I 3 in 2 ml of methylene chloride was added thereto, thereby conducting reaction at a reaction 
temperature of 50 * C for 40 hours under a hydrogen pressure of 50 kg/crn 2 . After distilling off the solvent, 
the residue was purified by column chromatography on a silica gel using a developing solvent of 

w hexane/ethyl acetate (5/1) to obtain 4.5 g of (-)-4-hydroxy-1-phenylpentane-1-one (yield: 90.0%). 

'H-NMR (CDCI 3 )$ppm: 1 .26(2H,d,J = 6Hz), 1 .7-1 .9(2H,m), 3.1 48,3.1 5(2H,dt, J = 7.08Hz), 3.9(1H,m), 7.46- 
(2H.m), 7.55(1 H,m), 7.98(2H.m). 
Wd 25 : -14.31 (C = 1.02 ethanol) 

An ester was synthesized from the thus-obtained hydroxyketone and (R)- or (S)-MTPA to analyze it by 

15 HPLC making use of a developing solvent of hexane/ether (9/1). As a result, the hydroxyketone was found 
to have an optical purity of 99.6% ee. 

Examples 10-16: 

20 The procedures in Example 9 were followed except that the catalyst and reaction conditions in Example 
1 were changed. The results are shown in Table 2. 
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Example 17: 

Synthesis of (-)-2-hydroxynonane-5-one: 

5 A 100-ml stainless steel autoclave purged with nitrogen in advance was charged with 5 g (0.032 moi) of 

2,5-nonanedione and 10 ml of methanol. A solution of 0.144 g (0.08 mmol) of Ru2CU((R)-T-BINAP)2(NEt3) 
in 2 ml of methylene chloride was added thereto, thereby conducting reaction at a reaction temperature of 
50 *C for 20 hours under a hydrogen pressure of 50 kg/cm 2 . After distilling off the solvent, the residue was 
purified by column chromatography on a silica gel using a developing solvent of hexane/ethyl acetate (4/1) 

w to obtain 3.3 g of (-)-2-hydroxynonane-5-one (yield: 65.6%). 

1 H-NMR (CDCI 3 )5ppm: 0.9(3H,t,J = 7.4Hz), 1.2(3H.d,J = 6.2Hz), 1.3(2H,m), 1 .55-1 .78(3H,m), 2.43- 
(2H,t,J = 7.6Hz), 2.56(2H,t,J = 7Hz), 3.8(1 H,m). 
[orb 25 : -10.19 (C = 1.05ethanol) 

An ester was synthesized from the thus-obtained alcohol and (R)- or (S)-MTPA to analyze it by HPLC 

is making use of a developing solvent of hexane/ether (95/5). As a result, the hydroxyketone was found to 
have an optical purity of 99.8% ee. 

Example 18: 

20 Synthesis of (-)-5-hydroxy-6-phenylhexane-2-one: 

A 100-ml stainless steel autoclave purged with nitrogen in advance was charged with 5 g (0.0261 mol) 
of 6-phenyl-2.5-hexanedione and 10 ml of methanol. A solution of 0.185 g (0.13 mmol) of Rul(p-cymene)(- 
(R)-T-BINAP)]I 3 in 2 ml of methylene chloride was added thereto, thereby conducting reaction at a reaction 

25 temperature of 50 *C for 36 hours under a hydrogen pressure of 50 kg/cm 2 . After distilling off the solvent, 
the residue was purified by column chromatography on a silica gel using a developing solvent of 
hexane/ethyl acetate (5/1) to obtain 3.03 g of (-)-5-hydroxy-6-phenylhexane-2-one (yield: 60.2%). 
'H-NMR (CDCI 3 )5ppm: 1.72(1 H,m). 1.87(1H.m). 2.16(3H.s). 2.625,2.633(2H,dt,J = 7Hz), 2.69,2.71- 
(1 H,dd.J a 1 3.6Hz), 2.81 1 ,2.823(1 H.dd.J = 1 3.6Hz). 

30 [ah 25 : -3.57 (C = 1.05 ethanol) 

An ester was synthesized from the thus-obtained alcohol and (R)- or (S)-MTPA to analyze it by HPLC 
making use of a developing solvent of hexane/ether (8/2). As a result, the hydroxyketone was found to have 
an optical purity of 68.5% ee. 

35 Claims 

1. A process for producing a y-hydroxyketone represented by the following general formula (2): 



OH 


wherein R 1 and R 2 mean individually an alkyl or phenyl group which may have a substituent group, 
which comprises asymmetrically hydrogenating a 7-diketone represented by the following general 
50 formula (1): 
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0 



wherein R 1 and R 2 have the same meaning as defined above, in the presence of a ruthenium-optical I y 
active phosphine complex as a catalyst. 

2- The process according to Claim 1 t wherein the ruthenium-optically active phosphine complex is a 
compound represented by the following general formula (3): 

Ru x H y CI 2 (BIPH0S)2 (S) p (3) 

wherein BIPHOS means a tertiary phosphine represented by the following general formula (a), (b) or 
(c): 
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(a) 
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(b) 


35 
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45 



(C) 


R 3 t R 4 , R 5 , R 6 , R 7 , R 8 , R 9 , R 10 , R 11 , R 12 R 13 and R 14 individually represent a hydrogen atom, a halogen 
atom, Ci-4 alkyl group or C1-4 alkoxy group, (S) is a tertiary amine, and x, z and p stand for 2, 4 and 
50 1 , respectively, when y is 0, or x, 2 and p stand for 1 .1 and 0, respectively, when y is 1 . 

3- The process according to Claim 1, wherein the ruthenium-optical ly active phosphine complex is a 
compound represented by the following general formula (4) 


55 


[RuA k (B)m(BIPHOS)]Yn (4) 


wherein A m ans a halogen atom, B denotes benzene which may have a substituent group, or 
acetonitrile, Y is a halogen atom, CIO4, PF*, BPru or BF4, BIPHOS has the same meaning as defined 
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in Claim 2, and k, m and n stand for 1, 1 and 1, respectively, when B is benz n which may have 
asubstrtuent group, or m and n stand for 2 and 1, respectiv iy, when B is acetonitrile and k is 1, or m 
and n stand for 4 and 2, respectively, when B is acetonitrile and k is 0. 

5 4. The process according to Claim 1, wherein the ruthenium-optically active phosphine complex is a 
compound represented by the following general formula (5); 

[Rul(p-cymene)(BIPHOS)]l 3 (5) 

io wherein BIPHOS has the same meaning as defined in Claim 2. 

5. The process according to Claim 1, wherein the ruthenium-optically active phosphine complex is a 
compound represented by the following general formula (6): 

75 Ru(OCOR 15 )2 (BIPHOS) (6) 

wherein R 15 means a hydrogen atom or a lower alkyl group, and BIPHOS has the same meaning as 
defined in Claim 2. 

20 6. The process according to Claim 2, wherein said BIPHOS is a tertiary phosphine represented by the 
following general formula (a-1 ): 
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(a-1) 


R 16 denotes a hydrogen atom, a methyl group or a t-butyl group. 

7. The process according to Claim 3. wherein said BIPHOS is a tertiary phosphine represented by the 
following general formula (a-1): 



(a-1) 
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R 16 denotes a hydrogen atom, a methyl group or a t-butyl group. 

8. The process according to Claim 4, wherein said BIPHOS is a tertiary phosphin r presented by the 
following formula (a-1): 


R 16 



(a-1) 


R 16 denotes a hydrogen atom, a methyl group or a t-butyl group. 

9. The process according to Claim 5, wherein said BIPHOS is a tertiary phosphine represented by the 
following general formula (a-1): 


,16 



R 16 denotes a hydrogen atom, a methyl group or a t-butyl group. 
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